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We
have s t u d i e d t h e c o n n e c t i v e t i s s u e changes i n t h e bowel w a l l of p a t i e n t s w i t h Crohn's d i s e a s e .
S u r g i c a l l y r e s e c t e d specimens from normal margins and inflammed a r e a s were compared. The v a r i o u s c o l l a g e n t y p e s were i d e n t i f i e d by s p e c i f i c p u r i f ic a t i o n schemes followed by s l a b g e l e l e c t r o p h o r e s i s , i m u n o b l o tt i n g , and by s p e c i f i c s t a i n i n g w i t h a n t i b o d i e s d i r e c t e d a g a i n s t c o l l a g e n t y p e s IV & V. R e s u l t s . H i s t o l o g i c a l s e c t i o n s from i nf l a m e d a r e a s demonstrated expansion of t h e m u s c u l a r i s p r o p r i a and t h e m u s c u l a r i s mucosa, and v a s c u l a r p r o l i f e r a t i o n i n t h e submucosa. Collagen had accumulated i n t h e l a t t e r two a r e a s . Collagen i s o l a t e d from i n f l a m e d bowel and s e p a r a t e d by e l e c t r op h o r e s i s c o n t a i n e d i n a d d i t i o n t o t h e t y p e I found i n normal marg i n s , bands t h a t comigrated w i t h a t y p e V s t a n d a r d . The pres e n c e of t y p e V was confirmed by immunoblotting.
Immunohistoc h e m i s t r y of s e c t i o n s from inflammed a r e a s r e v e a l e d marked accum u l a t i o n of t y p e s IV and V i n t h e submucosa. Conclusion. I n Crohn's d i s e a s e , c h r o n i c inflammation of t h e i r t e s t i n e l e a d s t o t h e a c c u m u l a t i o n of abnormal amounts of c o l l a g e n t y p e s IV & V. As t h e s e c o l l a g e n t y p e s a r e s y n t h e s i z e d by smooth muscle c e l l s , we p o s t u l a t e t h a t t h e s e c e l l s may p l a y a r o l e i n t h e s t r i c t u r e f o r m a t i o n c h a r a c t e r i s t i c of Crohn's d i s e a s e .
(Supported by a g r a n t from and m i l k v i t D3 o r i t s metabol i t e s . We conclude t h a t m a t e r n a l W B i r r a d i a t i o n (and t h u s suns h i n e exposure) s i g n i f i c a n t l y i n c r e a s e s v i t D3 i n human m i l k . Des p i t e a r i s e i n serum 25-OH v i t D3, v i t D3 i s t h e o n l y v i t a m i n form which i s r e a d i l y t r a n s f e r r e d i n t o human m i l k from m a t e r n a l serum f o l l o w i n g m a t e r n a l i r r a d i a t i o n . We s t u d i e d changes i n f a t conc. and f a t l o s s i n human m i l k d u ri n g 8 h r c o n t i n u o u s i n f u s i o n w i t h 2 m e c h a n i c a l pumps (Harvard syr i n g e [HARV] and H o l t e r r o l l e r [HOLT] w i t h B u r e t r o l ) and f o r comp a r i s o n i n t e r m i t t e n t b o l u s d e l i v e r y . W e v a r i e d r a t e of pump i nf u s i o n ( 1 . 4 o r 7 m l / h r ) , s t a t e of homogenization and s y r i n g e pos i t i o n (HARV, t i p v e r t o r h o r i z ) . For each s e t o f v a r i a b l e s , i nf u s i o n s were r e p e a t e d x4. Hourly samples were a n a l y z e d f o r f a t . I n f u s i o n a p p a r a t u s h e l d o n l y enough milk f o r an 8 h r . i n f u s i o n , milk i n t h e t u b i n g b e i n g r e c o v e r e d by a i r i n f u s i o n a t t h e same r a t e . At 1 ml/hr w i t h HARV and HOLT, 26-39% of f a
t was l o s t r eg a r d l e s s of c o n d i t i o n s . F a t conc. d u r i n g i n f u s i o n d e c r e a s e d t o 32% o f b a s e l i n e f o r HARV and t o 2% f o r HOLT, r e g a r d l e s s of syr i n g e p o s i t i o n (HARV) o r homogenization. During t h e 8 t h h r of i nf u s i o n a l a r g e f a t b o l u s was d e l i v e r e d (240+74% HARV&435+131%
HOLT > b a s e l i n e f a t c o n c ) . At 4 and 7 ml/hr f a t l o s s e s f o r HARV and HOLT were 1-23% & 5-31% r e s p e c t i v e l y and f a t conc. I n 63 p a t i e n t s w i t h Crohn's d i s e a s e , l e s s t h a n 19 y r , o f a g e , we compared c o n v e n t i o n a l measures of d i s e a s e a c t i v i t y a g a i n s t 24 h r . f e c a l alpha-l-AT c l e a r a n c e .
C l e a r a n c e was s i g n i f i c a n t l y i nc r e a s e d i n p a t i e n t s w i t h abnormal ESR 0 1 5 mM/hr) b u t n o t i n t h o s e w i t h abnormal ~r o h n ' s d i s e a s e a c t i v i t y i n d e x , CDAI, (>150) o r i n c r e a s e d p l a t e l e t count (>400,000).
As e x p e c t e d , i n t h o s e w i t h diminished serum albumin l e v e l s ((35 g /~) , f e c a l alpha-l-AT c l e a r a n c e was s i g n i f i c a n t l y i n c r e a s e d .
F e c a l alpha-l-AT c l e a r a n c ? -~1 1 2 4 h r (normal >22) CDAI P l a t . count (10 I mm ) ESR-rnM/hr) Albumin ( g /~)
.005 F u r t h e r a n a l y s e s d i d n o t d e m o n s t r a t e s i g n i f i c a n t c o r r e l a t i o n s between alpha-l-AT c l e a r a n c e and CDAI (r=0.09), p l a t e l e t count ( r = 0 , 1 3 ) , o r ESR (r=0.17).
We conclude t h a t s e v e r i t y o f e n t e r i c p r o t e i n l o s s i s n o t c l o s e l y r e l a t e d t o d e g r e e of a b n o r m a l i t y o f commonly used measures of d i s e a s e a c t i v i t y i n young p a t i e n t s w i t h Crohn's d i s e a s e . However, s i n c e a v a i l a b l e i n d i c e s of C r o h n ' s a c t i v i t y a r e of q u e s t i o n a b l e v a l i d i t y , and s i n c e an o b j e c t i v e i ndex of a c t i v i t y i s badly needed f o r t h e r a p e u t i c t r i a l s , f u r t h e r e v a l u a t i o n s of f e c a l alpha-l-AT c l e a r a n c e a r e warranted i n t h i s d i s e a s e . EVALUATION OF IgG4 I N CHRONIC DIARRHEA I N INFANTS.
by James J. Q u i l l i g a n ) , Loma Linda U n i v e r s i t y School of Medicine, Department of P e d i a t r i c s , Loma Linda, CA To e v a l u a t e t h e r o l e of IgG4 i n i n f a n t s w i t h g a s t r o i n t e s t i n a l (GI) d i s e a s e , we measured serum IgG4, t o t a l IgG, and IgA i n s e v e n p a t i e n t s w i t h m i l k a l l e r g i c e n t e r o c o l i t i s (MAE), confirmed by m i l k c h a l l e n g e a f t e r s t a b i l i z a t i o n on m i l k r e s t r i c t i o n , 10 p a t i e n t s w i t h n o n a l l e r g i c c h r o n i c d i a r r h e a 1 2 4 months o l d (ND), and randomly chosen normoalbuminemic c o n t r o l i n f a n t s w i t h o u t G I D i f f e r e n c e s b e t w e e n g r o u p s w e r e e v a l u a t e d by t h e Wilcoxon r a n k sum t e s t .
Mean
A a e m XaC4/IaCo 1 (Months) (R IL S.E.M.) No p a t i e n t was I R A d e f i c i e n t . Three p a t i e n t s w i t h N D and IgG4 I
